Summary.-Two hundred and fifty cases of histologically proven Hodgkin's disease have been reviewed. These cases were classified according to the Rye Conference histological classification (Lukes et al., 1966a) and according to the Cross classification (Cross, 1969) . Overall, both classifications were reasonably effective in predicting prognosis but that of Cross with its seven sub-groups proved more difficult to use than the simpler Rye classification. In all cases the follow-up period exceeded 5 years. A study was made of the influence of clinical symptoms on survival with particular reference to night sweats, fever, pruritus, anorexia, lassitude, weight loss, haematological abnormalities and splenic enlargement. The presence of these abnormalities adversely affected prognosis. The spread of the disease from one group of nodes to the next was also documented. Considering all cases the 5-year survival was 54%. The 5-year survivals according to histological type were: lymphocytic predominance 69%, nodular sclerosis 57%, mixed cellularity 41%, lymphocytic depletion 40%. The 10-year survival was 23% which, when corrected by the actuarial method (Berkson and Gage, 1950) , rose to 36%. The importance of symptomatology as well as histological grading in the prognosis of Hodgkin's disease is confirmed.
IN 1957 a review of 602 cases of primary tumours of lymphoid tissue was presented from Westminster Hospital (Lumb and Newton, 1957 (Lukes et al., 1966a ) and according to the Cross classification (Cross, 1969) . Only the Rye classification will be used in this communication. The classification of Cross will form the subject of a separate communication. In an appreciable number of cases the poor quality of the sections prevented classification and these have been excluded from the present study.
First, certain general points need emphasis. While the majority of cases in any series will fall fairly readily into one of the sub-divisions, borderline and debatable cases are unavoidable. The degree to which experienced pathologists may differ has been clearly demonstrated recently (Keller et al., 1968) . Secondly, slides which may be described as adequate rather than excellent may contain enough distortion to render the identification of lacuna cells difficult. The Cross class- fication with its greater emphasis on cytological detail in the assessment of differentiation is particularly dependent on excellent preparations. Lastly the tendency of surgeons to remove small and easily accessible nodes from an affected group may present a pathologist with material unrepresentative of the disease as a whole.
The older classifications of Hodgkin's disease regardless of terminology suffered from one great defect. The recognition of a relatively benign form and a particularly aggressive one still left over 80% in a single group with a very wide spectrum of survival time. Recent classifications (Lukes et al., 1966a; Lukes, Butler and Hicks, 1966b; Cross, 1969) have endeavoured to split this 80% into sub-groups in which a histological picture is more closely related to prognosis. An ideal classification would be intelligible to and useable by pathologists who do not claim to have made a special study of lymph nodes. It should also give a reasonable guide to prognosis.
The classification of Lukes and his co-workers (1966a; 1966b) is well known and will not be described here. The so-called Rye classification (Lukes et al., 1966a ) is a simplified form of the original one and divides Hodgkin's disease into four separate histological types: 1. lymphocytic predominance; 2. nodular sclerosis; 3. mixed cellularity, and 4. lymphocytic depletion. The term lymphocytic predominance is used to include the lymphocytic and/or histiocytic types both nodular and diffuse, of the original Lukes classification. The term lymphocytic depletion includes the diffuse fibrosis and reticular types of the same classification.
A comment about nodular sclerosing Hodgkin's disease is necessary. The incidence of this particular type has varied widely from series to series, e.g. Kadin, Glatstein and Dorfman (1971) 73%, Keller et al. (1968) 52%, Franssila, Kalima and Voutilainen (1967) 470o, 6 § Lukes et al. (1966b) 40%, Cross (1968) 16%. This is due in part to a certain vagueness of definition, particularly in respect of the amount of collagen necessary to justify the diagnosis and whether the presence of the lacuna form of ReedSternberg cell is an absolute prerequisite. In addition some workers (Kadin et al., 1971; Strum and Rappaport, 1971) They are compared with the figures found in other series (Franssila et al., 1967; Keller et al., 1968 Relation of survival to histological type All 250 cases were followed for at least 5 years. Fig. 1 with anaplastic tumours were noted in a previous series reported from this hospital (Lumb and Newton, 1957) . For patients with no systemic effects and only one group of nodes involved (Fig. 3) The staging criteria used in this study were those of Rosenberg et al. (1971) . As this retrospective series contained no extra nodal lymphomata and laparotomies were not performed, the sub-staging used for such cases in this classification has been omitted from Table II. Survival time Besides the actuarial method (IBerkson and Gage, 1950) of expressing survival rate, the mean and median survival times are used. For these the survival time is taken to be the time from onset of disease to death, or to the time of the survey in the case of live patients. The mean is the average of the survival times, and the median is the survival time of the patient in the middle of the series when the patients are arranged in order according to survival time. The main advantage of the median is that, provided it is less than the 5-year follow-up period, it will remain unaffected by patients who are still alive. However, in a number of cases the median is greater than 5 years so both mean and median are used where appropriate.
Age and sex
The age incidence is shown in Fig. 4 . The peak incidence was the third decade and the age range was 7-78 years. The mean survival time decreased with age ( Fig. 5 ) except in the 70-80 year group where there were only 3 patients. This decrease was even more striking in the male population (Fig. 6 ). These findings are in agreement with Peters and Middlemiss (1958) but at variance with Easson (1966) Table IV .
Influence of symptoms on survival In addition to the classic trio of night sweats, pruritus and fever, further presenting clinical features were studied to determine their influence on survival. In assessing the different criteria listed in Table V it should be made clear that there are three categories: yes-denoting the presence of the feature; no-denoting its absence, and N.I.-when this factor was not indicated in the notes.
The lack of precise information regarding certain signs and symptoms in an appreciable number of cases is unfortunate, but is an inherent problem in any large retrospective survey.
It can be seen from Table V The difference in distribution of histology between the sexes is significant (005 < P < 0.1). (Rosenberg and Kaplan, 1966) . A study was made of our 250 patients to determine to what extent the observed spread agreed with this concept of orderly progression. It should be remembered that the mediastinum and para-aortic regions are relatively silent areas where only gross disease will manifest itself clinically. Lymphangiography and mediastinal tomography were not in regular use at the time these cases presented.
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An assessment was made of the most likely transition from one nodal area to another. For the purpose of this study it was assumed that all involved nodes resulted directly or indirectly from spread from the original primary, and that disease in a node detected on a certain occasion could have spread from any other involved nodal area with equal probability. Thus if n involved nodes were present on an occasion the probability of disease in a newly involved node having spread from any other node is 1 /n. These " transition probabilities " were calculated for each patient according to the nodes involved on various occasions during the course of the disease. The " probabilities" were then summed for all the patients. The sums would contain terms from transitions which do not occur but it was hoped that the transitions which occur most frequently would noticeably increase the sum of the " transition probabilities" for which they occur.
The " probability " of an involved node in one section causing disease in any other section was expressed as a percentage of the total numbers of transitions.
The most interesting and noticeable transitions are illustrated in Table XI . It may be significant that disease in the axillae spreads to the mediastinum in only 6 % of cases. This could be accounted for by the late detection of disease in the mediastinum. Mlediastinal disease, however, progressed both to the right axilla (13%) and to the left axilla (12%). The proportion of transitions between axillae is higher than expected on anatomical grounds and has been noted by Hutchinson (1970) . It is impossible to say whether or not the mediastinum was involved en route. We have not been able to confirm the recent anatomical correlation between the left side of neck and the para-aortic nodes as the latter area being clinically silent did not score highly in our investigation. al. (1 l968) . Thirdly, such differences must account, in part at any rate, for the very wide differences in survival times in different series.
In the present series we found the Rye classification moderately easy to use although certain recuirring difficulties were encountered. Problems connected with poor quality histological sections have already been mentioned. In a number of cases we had difficulty in deciding whether a case should be allocated to the lymphocytic predominance group or to mixed cellularity. In others minimal collagen and doubtfuil lacuna cells created difficulty with the nodular sclerosing type.
Hitherto the major prognostic factors in Hodgkin's disease have been clinical staging and histology. Clinical staging lays stress on the importance of the diaphragm as an anatomical division (Table II) . Although differences in 5-year survival figures have been detected in these different clinical stages (Smithers, 1969) , Cross and Dixon (1971) (Peters and Middlemiss, 1958; Smithers, 1969) .
Little attention has been given to individual clinical features alone, or in combination with histological grades. An attempt has been made in this paper to correlate these factors. We have been able to demonstrate that pruritus has no (9() prognostic value except in the lymphocytic predominant cases. The important factors are night sweats, anorexia, lassitude, feeling unwell and weight loss. In addition a high white blood count (above 15,000), a low Hb. (below 11P4 g) and temperature recording on first attendance of 37-2' C or above carried a poor prognosis. Splenic enlargement on presentation also adversely affected prognosis. These observations tend to show that there are circumstances when the presence or absence of certain symptoms are of greater significance than histological grading. It is advocated that when an attempt is made to assess the prognosis in Hodgkin's disease, symptomatology should always be correlated with histology if an accurate guide to prognosis is sought.
